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^ > Ky /K l H--f y^v*'j ;k ^^X^f 3; ^yy ;v, ^^y^-^-^vy 
1 f 2 -/?>v*/f v^-^-9-yy /k ^yy*f7v*v;K ^>vtf^-;v, 1,2- 

^yyMVf77'J^ lH-^yv^'J77'J;K ^r/'JJK -YV^r^y^K 

yy/'j-;v, ^v*y~;K *>>3MJ-y— /K 7*9^— /k t7fj^^;v 
N 7°ij-;k 7"7'jy-;K #;w*yy>K «-*;v^y— ;k 0-#;v#y — 
;k 7 -*;v^y-;K r*y*;>— >k 7xy^t^;v, 7x;f7y-^, 

tboij^, ^fVK'J^K t°n n [ 1 , 2 - b ] t? y ^S*- A\ ^5Vn 
Cl, 5- a] b*'jy;K ^f^7(l,2-a] fc°y v^K 4 5 Cl, 5- 

a) Ify^K -f^7(l,2-b] ey^^-;K >f5T/ Cl,2-a) t? 

i;5^- ;K 1,2,4-hyTVn [4,3-a] eyy/K l,2,4-bV7 

V*n C4,3-b] fcfy^v^K Cl,2,5] f7y77 l JK 

Cl, 2, 5] *W7V'JA408-1 6M (0 £ t < t±. 8-1 2 M) 
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^-v : 18/ 



1~21@ ($ftb<(i, 11®) ^>^f>f i ~21i (&iL<(i, 11@) 
^ b £^51 2 (ilfrlB L 5 i tz 14 6 * O^^^^^^o pg- i {± 
**ofe«*5H2-3« (^it<li> 2 IB) #3B^L/i«*S|, £«9$?3:L< 
titfTIBLfc 5 * fzl± 6 MO^^^^^^^-t'^SI^^I^ Ltzmmm. 

7^Kn7'j ;K f-* 9— >K fc?^ >; 5?— L < (4> l - fcf^ /i/* 

— /K lf^^>?^;v^(7)3~8M (fcPf L< (4 5-6.*) <Df&fD&& v^i^gfcfn 
(0£L<f43£fD) (J3g0^#^^»^*) . 2, 

3-vHKn^f>KV;K 1, 3-yt Kn^f y/f >K'J )V^<D X -? huIB L;fc 

^mmm%&mm& 1 - 2 1@ l < a 1 10) #^>-t?>gt 1 - 2 is w- 

2LU4 11S) £*§^L*:mi?fll^ mi2L^^«#^^m»l~21® 

(«f $ l < (4 1 is) ^luis l 5 & l 6 jt (D^mmm-m^mmm^ommw 1 

-211 (tiff L < i4 1 1@) ^^L^StSt^ **v*»il, 2,3,4— rb? 
t Kn^y v);k 1,2,3,4-Tb7t Kn-r y v t'oi ^ tclufBL 

f4 6lOMtfMfti^ L^o 

ttltlt^) rsm^ttrv^T^ iv^b7jc**J [fiHkfcmm & 

[ 0 0 12 ] 
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£*iwc*> x.^mmmm k&vz> \mm&\ tu^ sa^ 
tiwi^^^fflv^tt^o tit, m riiis^Tuv^fcjtiUfJ * 

o 

^•A h'^W^h^ 2, 2, 2-F'J7^nxh^y 

, PJ^nn^h^X 2, 2, , f»S*Ltv»T 
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^-v : 20/ 



3-, 4-Sfctt5-tf9V i ;/K 2-, 4-if:li5-f77'j;K 3-, 4 
-f fz&5-4 Vf7V'j;K 2-, 4-£*:l±5-**-9-V* i ;;K 1, 2, 3 

-tfzizi, 2, 4-mj7v* i jjw 1 H-:£/zii2 h-t- b 9 V 1 ; 2-, 
3-3£li4-tfi; v;k 2-, 4 -Sfc»± 5 - vf y ^ 3-££fi4-fc? 
i; * y; ;k /fy + yjiK -OK u ; gtftH^Sii c i -6 

/fyyf;K tert-"7*f-/K <^>^/K A^v^Ci-67Wf) > (I) 

Tv;v (Ci-67;^/^;v ($l> */v^/K 7-fef-;K ^nift-K fc°/* 
m „ ^>-if . ^uyyit^fix^x i> x^c i - 6 7;^^ 

h*v#/Wl^;K 2, 2, 2-h'J7JVtOih^ry*;Kf-;K h'J^DO 
^b^rv)!;;wf-;K 2, 2, 2 - h 'J ^ nnx >*v#;l^~;i^) , 7^- 
;VT'S^^tLTV>T^ <fcV*C i - 6 7/1/3*3/ A' (flk ^>v;v^*v 

(Ci-6) 7A'*/Hk 7 x-;H^ if otti 1 ~ 2 itf t 

/u*EMb*i^ 2, 2, 2-b'J7;vtnxh^y > M;^nn^h*v. 2 

, 2, , ;\n^W^tLt^T^ iv^C i -67^ 

*;v (®)x.(3T^?-/K h V ^jv^em^jk 2, 2, 2-H;"7;i"*o 

•x.*->K PJ^no^ 2 , 2 , 2 - M> ? nnxfjvf) l$tf>fiift£"tMt 
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, 7 7J^iV (#k 7x^f;vf^C7-io77Wf) > T 'J 

-/Mflk 7i-jk 2-t7f;i/^C6-io7'J-^f) 

tUvq-^7y^f<7)3-8l (ifi L< fi5~6M) «7 5/i 
[0 0 13] 

itv^uv«itit(D mmzfrx^xi>£^-m.mm.m k&wz m 
mw&] t mm*m* t^m^ <b o ttz rem* << =-fr&\ & «t v* m 

&*;v*-;i/^J oiMt^^n Kn**>*»J:ll t 7 5 /it:ltttv»t^ 
7;v*;i^ C2-4 7;H-;vi, c 6 -i 0 7'J-^ tvjH, r^y 
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& mmmm mA^mvx^xi>x^n^tvx(o mmzfrx^x^x^ 
m.mw&] fc*»t* r****J tro*©***) 4*#*ir&*t*. r® 

xM^m&mm kxv 1 [n&zfrx^xkx^&mm&i k&vzw&& 

tLXlt, HA3WLTV>Tfe *Htt**fcL-C<D mtft**LTV»r* iv^fc 
[0 0 14] 

x.{fRAC00H4^*^f>E f!|x.tfRAS0 3 H^t^;V*>E #>J 
iltfRAs02H4^^7r^ ttzii, WAlfR A OPO (OR B ) O 

*fb*c***j3W ^ O Hl^iv>t#f> 7 y 

Wl-(iRAcO, RAOCO, RAS0 2 . R a SCK R a OPO (ORB) ( 

emu**)** ar**ra*ft^«cffl *t* o 

RAcOhim «;L»»/l'$/K T-bf-^ ^ift-JK 7*-y/K >f 

yjjAstf—fl'^ ->^^^J^•9->^;^^;^^ 
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RAriftgrift (C j _ 6 ) 7;V^X^&&R A CO&^/& ? £ bv\> 

ter t-^^y^^f-^^RA^tl (C i -6) T)V*)V&X*$>2>R 
[0 0 151 

/^>f ;W^(Ol&jR (Ci-6) T^^^*> 7x^*4^iJI*l-2flt 

j ^if) ft^^fe»f?>*t*# % stria nt&s*L-cv>-c*> j:v>r^y^j £W-r* 

4>J:v* 0 ifc* N, N-S>tt&#>W*'f Merita 2i@<7)fim^ s M^ : f-^ 

-« k * o xmstr <y«uu<, - ©t^t^^itT * j ij *> 

femrfr**' (flU 7"d^ ^V7"n^, tert- 
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v?;K 7x^fOC7-io77^iH) . 7V-;v (#!k 7x-;K 1 
2-t7f;i/^C6-io7 , i-^f) n 7v;H (flu 

[0 0 16] 

iv^^^v^SJ fc Itli, ^-COORC (RCfiTK^M^f fdift^ 

mm] ic£it& r^tTK^j m&zttx^xi> z^mmnm K&it 

v«»J:Lt<D r«m$ttTv^T^>J:v^>fb7K**J K&tf^ T^bTK^J 

j h3^>#;W-K-;K sec-:/ h 3r^# tert-^b^r 
^-^>^;i/^-drv^;v^;v^oC i - 6 7JV3^y*;v#-;i/fdW £>*u 



ttifiE# 2004-30312 
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tUStlTO r«m£*LTV>T& <£^#Hb4cfit3SJ Hfctf* T^kTlc^J 
t7 b ^rv*;V^-;W, 2 h^y^fl/^Jl/fOC 7-1 2 7 V -)V*5r 

„ 7x^»f ;i/t^y*;v*- 7-15 77;v^^t^y*;v*-^f ( 
ifiKii, c 6- 1 o^'J-^-c 1 _ 6 T;vn^rv-7j;v^;v^^) iffi 

~>*J tLXlt, >fV>yt^y> xf ^ t ^ y ^ W s l Ji^ 0 
[0 0 17] 

JUS. 3 7f^t') > ^n^>JKT- (#!xJ*\ ^y^^if) T*fi 
|fe$ttTv»Tt iv>C 1 -6T;v^r^3l *^>K «x.^;K 7 0 nt: 0 ;K 

^fv7ni?;K y^fc*?) > C i^^n^yi, *ltv>T & J: v>C 

# )V i^nyv m=f-fr h m\X fi Z> tt^tt $ fix v> X 
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*- 9 S : 



X^Xi>X<, 2lSJ^±«r^-r^^, IMttlSI-t^^ot^tUv^ 

[0 0 18] 

Huta^:*. WAitziiWB t Ltd, 5* 



V>C i -QTfr*)^ C 6 - 1 4 7 1 J-;Hi7tliC 7-16 r^v^/i/** 
R 1 3 (iAn^>^|^{iC 7 - i 6 77^^^^^^^, Rl4 
&X&R 1 $ i±*rtl*rtu^uy>J%¥t ititC i _ 6 7;l/3i|ryS^to ) T? 

[0 0 19] 

Blrie^^ xtiifrfr^ o, nr4 (RtiZTkmw^ttzteU&ztir^xii 
x^Rikfcm&ZTF-f) tfztem&ztir\,*xi> x^Tfr^uymzm-To 

R^XTF^tLZ mw&ti"c\<*xi>£\,*mk&m&i rm&ztir^x 



Mti 3] 
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[0 0 2 0] 

BufB^, R 1 i*W&2frx\,*xt> £^mk-fr.m&*fzteW&Zfrx\<>xi> X 
ri-c^£*l& rams^T^Tfc iv^tTicit^J tutt BfriaL^A 

RixTF^tiz m&ztix^xi> x^mmm&i tLx&, mm^m-Atf 
ygLx^xi> x^w&&t vx<d [wMztix^xi> x^mmwm tmm.?)t> 

[0 0 2 1] 

r i tttii, w.&z*ix^xi> x^c i_ 6 t;i/^;^ gm^tt-cv^-c^ 

=¥- (Wk y^m^tl ^ C 1 _ 6 r;vn^^-*;v^;v (flu ^h^r~>#;w-K 
jr. h^y*;v,f-;i/, ^n,f^y*;^-^ ^ y :7 0 ^;}^ 0 3^>:27;^JK~;^ 
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4 V~7u -7*7- ;K 'fV^f'^ sec-r-f-;K tert-T'f-^* 

if) 7^78v>ib*U ^^t'MVT'f^ sec-"7*f-;V. tert-r^;V^^^ 
^<7)C 3 - 6 7**^#lfi Lv\ 

nt!fc£*t"Cv>T<> £v*C 6 - 1 4 7 V -/H£J tttli, #jx.t£, C1-3 
[0 0 2 2] 

UteB:**, R2«-C0YR5 (Y{i|S^¥. f^$*Lt^T^ ±v^7;^ 
0> Sl/;(iNR6 (R 6 {i 7 X^^ fiX^X i> £ v^fcTK^ 

R2, r 5 ZfzitR e>X*7FZti2> rfim^ttTV^T'biv^^SJ tLtli 

m rr;v^v>sj oem*ttr(i. imL^A^W ltv*t*> 

R 2 i: LT(i> 5£-COYR Lv> 0 
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29/ 



Y t Ltlt 0$f:liNR6^Jt<> iHCO^ft^ 
iv^C 3-8 '>^7;^^ S^^tL-CV>T*> £v>C 7-I6 79^^* 

•7^^^ir) ^t^it^tit^tu^c i - 6 (flu ^ 

tf;K v^n^>^;w is 9 n^^p- v& t*oc 3 - 8 ° 7" A' 

L < > #K C 5 - 7 n7i^)H«f Lv> 0 
rtt^$ttrv^T4> 7- 1 QTyfr*)^] tLXlt, #!)xJ£, 
vifettllS iiT v»t t i v» C 1 - 6 7^*^ (flk */ne 
&^-ettm£*tT^T*> £v>C 7- 1 6 79^n/i (#k 

c 3_6T;v*;«>&s#f£ LV»o 

[0 0 2 3] 

fclijfc-S (O) nR7 (R7ttflKfc$tLTV*Tt> *v\fc^**ifcttMI3 
R3t^$W rem^ttT^T^ iv^bfcSt^J > rfi&£*vO>T&£ 
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jM^icii, (i) /Nuyvn^ (flU 77t^a , c.i-6^ ;l/:i ^'>-* 
($L -/ne;K ^v7n^ 7*^-;K ^fv7f;K 

sec-^f-^^ tert--7^>>V&^) ^ (ii) Ci-67;H;H (flk 

•xf^K "7°ntf;K ^fV7nt:;K y7"f-;K sec-^?-^ tert- 

n:/nk?;K y^n7f;K v^n^vf-;^ ->?n^3rv;v) > (iii) C 7 
[0 0 2 4] 

±fS5$; (I) XigLZtL&ifrkmt LXlt, #!l;Ll^ 
(1) ^ 
Mfc 1 4 ] 




(II) 
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31/ 



(2) * 
Mfcl 51 

o p * 

R" O 

0 (R 1 0 tf7fcf£IiH\ M^tvC^Tk J:^jRflrfc»tfctt11ft**LTV»r 
Uv»*«i*t^t) R8^j:tJtR9|i**LW1«**L-CV»T*J:v^ 

(3) * 

Hti 6] 

fTif M ( IV ) 

Ft" O 1 



[0 0 2 5] 
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^-v! 32/ 



Z£LTt*> OSfcteNRl 0^jt<s JRfKOtWS Lv\> 

R 8 ifcfcfcR 9 t Ltlt ^V7fK sec-7f-;K tert-y*?-^* 
ttm^^lK^C 3-6 T/l/^/uakW* Lv^o 

Lv> 0 AflqftfcWU (i) ^ny^ (flk 7-;^^) , Ci-qT^^* 

w v y'n -> # ;v>}e~;i/& if) * if-cei&s *ltv>t Uv^Cj- 
6 T;v^;i/* (#k y*ne;K ^yyntf;^ y^;K >fvy 

sec-yf-^, tert-rf-^&a?) > (ii) Ci-67M^i (#!k * 
jc?-/k ^nt'^ >fy^ne^ 77-;K ^VT'fiK sec-y^K t 

„ y^n^o^ i/^nrf;K v^n^>f-;v, v^tt^^rv) „ (iii) 
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^-v: 33/ 



±IS^; (I) -m£*LMb^£: LTfi. JL^KJi. f^iTf & ###J 1 ~ 2 

2 2 tzimmm i ~ 1 1 ^ssygstL^b^tj&^TWt 

[0 0 2 6] 

±m$: (i) •emzti2>ft<&m<Do*>. 5£ 
Kti 7] 



Kn^y-24t^>f;v-i-t^v-i,2-^t: y*y y y# 

;v^>^tert-:/?-;v^;*-r;K 4-7*h^y-6-7JV^n-24t^>f;M-*^ 
v-i.2-3>fc y^y v y#;i/sKy& tert-y*^;w^^x;v^ 7-^y^;v 

Kndrv-2--f 7 7f;M-t+y-l,2-^t: Kn-3-^ y*y 

f;wi-t^7-i,2-yt Kn-3--f y^y y vjSr^jKvK tert-r^^-i-x-r^ 

[0 0 2 7] 

J O rc 3 m±<7)^b7K^J i: L"C(i> 0Ox.tf y°n tf;v. ^yy°nt:;K 
n7°ut 5 ;K ^7 7*f;K sec-y^;K tert-y*?-;K ^y?-;K * 

'st^K y^;K t*->;k •y-vy^K h 

y t-*v;W 7h7fy^K ^ > ^ 7*v;i/& HgStflfcS fcii^&tfto C3-1 

TC 3 m±OR-fb7Km^J £ C 3 m±0^-^O^b7jcm^ 

#?£L<, ^Jx.(i\ >fyy*^;K sec-y^-;K tert-y*?-A\ ^a-iv^/nfl: 




UID 
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^-s>: 34/ 



R 1 2 tfcliR 1 3 t LTti, >f V7f;K sec-T^K tert- 
OteSmo^^^C 3-6 T^^^Wt lv» a 

Z t Lrti^m^^* Lv^o 

R 1 3 t LTfi. tert-y^-;v^#^ $ Lv\> 

[0 0 2 8] 

a^fc, ib^ (nr ) tuit ^ 

[ftl 8] 



n >?-)V-5-* * v-5, 6-S> Kn [l, 3] * V n [4, 5-g] << V * 

[0 0 2 9] 

_tfB5£ (i) t?**^*^^*^**^* cmr, (I) tfa-r&z 
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^-v: 35/ 



mzLxfo&m (i) Kmkt&ft&tot^oo d) ^dk?^*: 

% OWx.**, lb#t7 (I) <^7</*^3t/^ML 

jV7 5y*;v^ML (5-^^-;v-2-*4rV- 1, 3-V**V9>-4 

, tVn^f^t^y^fML t e r t -rf-M^iifc^* ^) > 

(I) o*«***T">M^ r;v*Mb, 0A.m<b, ndBWfcStf-fcffrfrto (00 
Ib^tf (I) ^7Xm«^T-fef-Mb> WMb> 7n/V-fML 

# ;v Mb 2 titzit&m & £*) . Ib^tJ (I) co#;wi^rv;vS^ 

^^7^;Hb. 75 (0Bx.«\ -fb^tf (I) cr>*;w^^v;v*^ 

Ib-g^ (I) O^n y j£JM»J£l 9 9 O^TU 
J *7«^f»»H 6 3I^f> 1 9 8H**!Blft3*LTv>* 
4b^% (I) JCj2ffcf**>0-C*oTt J:v> 0 

s t-J&M, yvfrWi. flSBk JWbfc*Bk 3 
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^- : 36/ 



[0 0 3 0] 

(I) 0flx.ll 0-298164, #M2 0 

00-72675. #H2000-7275K EP-481383, EP-5 
6 6 0 6 9, EP-585913, EP-634402, EP-652218, 
WOO 2/6 2 7 6 4*lf^SB«©^***V>li-€-*ttwi||i:*^tcfl6oT«Bi 

jyfrftKfl tt^tl (I) f 7tti-eo^{±. WxJl J^Tl^t^A-FffiT 
[0 0 3 1] 



Mfci 9] 






[0 0 3 2] 
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^-v: 37/ 




[0 0 3 3] 
Hfc 2 1] 




(XII) tld) 



[0 0 3 4] 
Mfc2 2] 




[0 0 3 5] 

2r8cE 
[ft 2 3] 

ofcV oft* 

[0 0 3 6] 
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[ft 2 4] 



OTf 




(VII) 



(Ih) 



[0 0 3 7] 

IXa) (IXb) ifctt (XX) 
Kb 2 5] 



■to ] T^tLMb^ (IX a), (IXb) £ fcfct (XX) , &£v^i-e*L 

) $fcfi*<a£U ft^tf (I) OR Ko^yg, ft-A'iffcliT?/ 

mrZhMttem (lb) &*v>«tffr&|& (I) OR 3^5^36 

•e**-fk^ (i b i) s^(±-€-ott*iE-*L^tL$it5fii-«5it**-ei4o 

[0 0 3 8 3 

«{l:at>iift^ (IXa) &&v**± (IXb) KiS&S-ffcJSS-gra itt: 
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39/ 



n/NV-;K y*y-;K tert-y* / -^OT^r?-;!/^ ffiitfyt+t 
nD ^^ E3*^kift*^ h'J7V'>, 

^O^nr>ft^t7k3R£ x fllx.Jfn-'N^y, ^y-b'y, h /Wn y^OiSHfc 

T^iJV^mm, WilfVf^Axh^y^ V^A-tert-y k n 
h V "7 A;* h^rv K > > h V "JAxh^y K\ # V t> A -tert- 7* h ^ v K^<?5 

A, TKm^T" h V ^7" h V -7 A, U «7 A, MSbK*"^ h V 7Af 

iilf h iJxW5 M; (n-yne;v) 7$y, (n 

y, if'j^y ^i?y, 7 -3V^a Nj-^f^rxv^ N-y?- 
^t>'jyy N-y^yufny-yy, N-y y, 
tfy^n [4.3.0] />-5-x^ 1, 4— vT^tTS'yn [2.2.2] * 
^^y> l,8-v7fey7n [5.4.0] -7-7>f^r^tl7^ 
y^^V^^A, n-7*fn'Jf7A, sec-y^n 'Jf^A, tert-y'^ 
n Uf-^ASM yt/Dfcf^TS KfO'Jf7A 

*S*&-C4±^ ik<k® (IX a) , (IXb) ab*wil(xx) l^Wc^tt 
tt***S;0. 0 1 £v>L&l 0 0^e;K Sft L< tt&o. 1 ut 3 ^e;W3v> 

o 

M£SSlil5l-8 0t;^l|S,2 0 01C. 2 Ot^L^l 0 

ffitE# 2004-3031214 
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o < c*e*)^o 

Kmmmnk&%j (ixa) , (ixb) fcawa (xx) % m^g^®^ 

[0 0 3 9] 

&£^#^imST&£it^ ^ (X) 
Ut2 6] 



Cp^^K R 2 ' li^;*-r;Wfc$*i-CV*T& J:v^Wy;H^, r3 a«f^ 
« (XI) 



C^4 J OfB-^{imrffit|wi^^^i- 0 J t^£*i&T5 (XI) ££te 

it&m (ic) tfzte-zo&zmvk-f&z. ttfx«%z> 0 

[0 0 4 0] 

>K yMV7*Db>x-f;K .x^V^ij ^;^^~^;^^ < 7).x~- 
,:f ^ nD ^^ fflit-fb^ff^ h'j^nnxf i >2 - 




00 



H 2 N — X — R 1 



(XI) 
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x wr^ by (n-ynt?^) r^>, by ( n -y^-;i/) rr/, y>r 

^RfcX-li. ft&m (X) l^WC^LT^tf (XI) £^1&v>U!j2 0 
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tfc, mtBU/db^ (i) ojRjt&^#as*J:^Wk^^«:^#SJS 

[0 0 6 9] 

;W-K-;K xfdry*;v^;K tert-T' h ^v*;V^V (Boc) if ) ^ 
T'j ;v^-^r->5&;v#-;v (Aloe) ^ 7x-;vt^y*^f-^K :7;v;Mx— 
;v^f;i/t^y*;v^-;v (Fmo c) . C 7 - 1 0 75^-*^-^ ( 
0!Jx.(i\ ^>v;l/#;W1?->>V&^) . C7-io77W-t^v'*Jl'» 
Will ^V'W^ry*^"f-^ (Z) &£*) , C 7 -io77^;V (01 

(#0x.{£\ ff-frlDV-tf—lV^ J^f-)VtDV^=.jV^ -7*f-)Vft)Vm—)Vtj:¥) , ~ 

- 6 7;W (08x.H -a^/K n-7nt°;K i-7*nfc?;K n-7 

i±JfE#2 004—3 031214 



Qfrm. 2003-072709 



^-v: 65/ 



7?*, 3Vm%¥) . Ci- 6 7W-*;v 

6 r;V^r;V Wx-tt. n-^ntf/K i-7"ot>, 

„ ^>vM;w C7-io77^;i/-*^;v (fllx-if^ ^>v;v* 

> Ci-67W (faJxJ^ Jc-f-ZK n-T'ntV^) 

, 7x-^ C 7 -io77^V (mz-l$, ^Ov^^t') , Ci- 6 7JV3 
(M£f?> n-7°n*°*v&£*) , ^fni^M 

v^*u f 1 L4if ET^^o 

[0 0 7 0] 

, N-^f ^>*f >»t h 'J 7b77W>^7A7W 

ioi 9 i:LT§f»^jt^ (I) (is « 
^D7f^7^, MH»nvf^7 7-f- (HPLC) , ^JE^ 

it&m (i) omti, -e-^i#<zr^io^^v/^ mkmt^m (i) 

#4tr (i) ^tt^%^*&»^titt^«^tfe»±ftM«ttlfe«:in£*ifc^ 



fflSEJjf 2004-3031214 



#M 2003-072709 



66/ 



, 14c, 35s,125i^^) %t'X*WM2*LX^Xi>£\<*o 
[0 0 7 1] 

( I ) *> L < ti-eomt 7^(i-e<^7 Q n y ^* (J^T\ afclM&O'ffr&W 
(I) fcBMBi**) fc^^*RFRP£«fl^lBW*^M\ *tfcH£<. fro 

RFRP$§#li, RFT5Ktat**n^f K WOOO/2 
9 4 4 1ft:ffllORFRP-l> RFRP-2, R F R P - 3 & t'©R F R P 
) a s i^L#&g##"tr&«K WO 00/2944 l^fclBttS*LTV» 

£ GSaR^^av-b^^-SfiKOT 7 T 0 2 2 E^#^ : 1 

mmmtit, RFRPS«fto*itBft5fti rfrp^ 

#Mtfcff^ RFRP^ftT>^^H^) fciEji-r^^ffl («x.tf, R 
F R P ^##fPi*fpffl> R F R P ^##7 > OM^^^ti - ^ ^ 

wci* r f r p %mfo<om$&* mm-t&ftft. w^rfrp gmtr 

[0 0 7 2] 

^mfrp ^mmmm^mt. m%mm Wx.&* ^**> 

-f^, ^/K tff) fc**LT\ ft 

ttfeRFRPS^HSfitf^ffl (RFRP^ff7>?^K) '(«□ 
) mm, (fW) ££tt*fc RF75 Kfl»fc*-*4^:/*K 

R F R P Miiii ^(i R F R P • Uttit* 



ffi!E# 2004-3031214 



#H 2003-072709 



^-v^I 67/ 



sssLm, rmmmm, mmmm, nm&i*, ge^^E -fu?? 

7n>^;P (Chiari-Frommel) T fr^fyy-Tfr • % XT ■< v (Argonz- 

del Castilo) 7*-s<X • TfrfU h (Forbes-Albright) 

*L*p;>v<?m. ^t^f ^ • M^Jt Lttffl-e 

& *t * ugau s t*?&ig& & Jc^ffl n^t imt& x$>& 0 

zhK, *$m<ott&m (i) *±&&mmKmm'r&mK. mmsmw: 
fate, y?^>mi%F)t&mi-zzti>»imx$>y), mm^m^ 
t*tm.fr&fritx, ftmm&t Lx&m?2>zti>-BSffix$>& 0 

[0 0 7 3] 

aJSE# 2004-3031214 



#M 2003-072709 



^-v 1 68/ 



y-t ;i^J ( y -7 h * 7"^ ;v#h v >f * n # y-t ;v#J if ) > v n ^ ?L^J 

*%wwm*<o*%w<Dit&<®i (i) ofr***±, wm\<Dfm^fc£xm&-f 

[0 0 7 4] 

m\i~m^htLx^z&m<nM&ijfe*Mmir2>z£&xZ2>o tti, ±&<omi& 

i&sswsct, %<Dmm^m.ir%m-mi\frm\~&^xm 
%i%^htiz>mmu tt-frsw, jmhiu mm> tn*au jwsttau mmm 

mwM^*^^xmkirz>zttfx%, %nwmm^m.-t^^ 
warn. m&m. ««wmHt«tt«:w**. tfc" 

m&M<OW£ LTIi. 5^11 OMSroT^yX^*)^ 10^12 01 

ffliE#2 004-3031214 



#12003-072709 



<*-*J : 69/ 



o 

8 0^W<b*L&o 

J»*^»twi3V>-ca#fflv^tL-6iPfe5W, «#»J, 3§r«<h ^B^k ScSSfck *S 

«su^*a*. a«^ira"t * - t § * o 

[0 0 7 5] 

&j6 0kg) 10|i)«i(it» (#3&9!0>ffr^» (I) ) fcLT&lfc 
I/^LIOO Omg, &Z L< &JBj3fcv>L3 0 Omg. £&fc8F£ L < i±^J 1 0&v> 
L2 0 0mgT?«fc*K £*tfc fc 1 lit fctt 2 L 3 HKC^HtTifc-^-f & £ 

01mg-in00mg> jftL<tt|5)0. 0 1 5 Omg. i0j6F*b<ti 



ffi|E#2 004-3031214 



t$m 2003-072709 



^-v*: 70/ 



mo. o 1^2 omg^M»i^4t^©M^i»o &m\t 
tt(j> mm&im<oizfr* Bcr&mu mfamtM, &m&mm 

***ffiW«»*eflc&»«>^ WHBfltfM* (I) 

iffbtK ^£^*MSb#k faj£l?r;vn-;v («i(fx^7-^) , #VT;v 
HlWfett#J (l?!liif* o 'JV^->8 0, HCO-50) fciffcttJBLTfe 

[0 0 7 6] 

^ftwo-fk^w (i) tmvmmit&m'tz®^ *&w<Mt<k® (i) t# 

(2) (I) fcflfffl*3Wfc«:8U^»wiWPHbUr»fe*i.&2ao» 

^ora-K#fttt*coRWpJ9:^ (3) (i) 

(4) *&m<o#&m (i) fc#ffl*«4:*»i^Kiyw i fkur#fe*L*2ao« 

»©JI«?*«*ffl»t?©HPW%s (5) (I) kflffflWifc* 

# (i) -*»ffl*«loj»?E-eot9:-#-. *sv>tia£o* 

ftif*«Sfetf5>*t*o #ffl*3WOift#*t±^ KKJE*Uiffiv><b*L-cv*&ffi 



fcB|E# 2004-3031214 



&m 2003-072709 



^-v : 71/ 



mm<DW.&stte, &m&L* s^-k jwmjsjbu x 

4fc (I) ll«a»:ttL. #M*3W*0. 0 1*v>Li0 0li»Iv»*ilfiv> 

o 

[0 0 7 7] 

momm^MUL^^Mmxmt^^x^ 

###!k HJfeffilO*9A^n*Th^97'f-^i5tt&*mttTLC (Thin L 
ayer Chromatography, H^nvh^77-f-) K i &1RSfT»wff **>*t^« 
TLClS^i'^V^Tti^ TLC/W- > t LXtfr? (Merck) tt^O 6 0 F 2 
541/: t±*±-> 'J v Tikm±%kV N H £ > liilt Uli*7A^nvf^ 

3 0^-r>a) i/:IJ^-t*;W6 0 (2 3 0^14 0 O^yva) £fflv* 

'J TV Gemini 2 0 OIL T ^Mercury 3 0 Oil 7tt±:/;V y ii D P X- 3 

0 om^s*? Y nM-*-T?ajj£U ft^v7 h * amx, 

BzX^LtZo I R*^? fMltFT I R- 8 2 0 01^^^ fn^-^-t 

o 

: fc#*tf#r LC-lOAvpvXxA (#ffi&§^) ^:I±7^W/M1 

ijyA :CAPSEL PAK C18UG120 S-3 ^m. 2.0 X 50mm 
m&:M; 0.1% FV7;^nfti ^tK. 



ffifiE# 2004-3031214 



#0 2003-072709 



^- V : 72/ 



Y*S-4?)V : (A&) : 0.003- (A$E/B?£= 90/10) , 2.003- (AtS/B 
$=5/95) , 2.753- (Ai£/Bi£=5/95) , 2.763- (Ai&/B?£= 90/10) , 3.453" (A 
$i/Bi£=90/10) , (Bfe) : 0.003* (Ai£/Bifc=90/10) , 4.003" (Aifc/B 

i£=5/95) , 5.503- (Ai£/B}&=5/95) , 5.513- (Aift/Bifc=90/10) , 8.003- (A 
$i/B$:=90/10) 

&Aft I 10 m U : 0.5 ml/min, 4&m& : UV 220nm 
[0 0 7 8] 

Hife$IK*5v>T> (MS) tt&T*>*#teJ: 9W3feL-;fc 

o 

*-X*t ZMD. * fcttB**^*^*^ JMS-AX505W 

4 * Wfcft I ^dKBEffc^'f Or (Atmospheric Pressure Chemical Ionizati 

on! APCI) > WrfViVM *>ikfe (Electron Spray Ionization : ESI) ^ 
Ztzif&mm^ffi&J (Fast Atom Bombardment : FAB) 

1) MHPLC«: ^;i/v>tt^^^^-7 p 7 ftlv^rA 
"fry A : YMC Combiprep 0DS-A S-5 ^ m, 50 X 20 mm 

: A$ ; 0. 1% h 'J uBW. ^PTtK. 

Bifc; 0.1% h'J7^nftt tfT-feb-bVJV 
^7i?x> 0.003- (A*/Bifc= 90/10) , 1.203" (A?£/Bi£= 90/10) 

, 4.753- (Ai£/«=0/100) , 7.303- (A$/Bf&= 0/100) . 7.403- (A?£/Bifc=9 
0/10) , 7.503- (Aifc/B?£=90/10) 

: 25 ml/min, ^ffife : UV 220nm 

2) *EE3-TO^I^: hfflffiVX-r A (purif 8) 

^a: imMfcMrti hi-flash™ column (->v*^ :40/*nu 60 A) ; 26 x 

100 mmf 7t(±20 x 65 mm 
flftji : 20 ml/3- 

^m&IUV 254nm fi'&**fcfc;fev>T ( ) l*JK^ Lfc»fc*±#»*<&M* 



miE# 2004-3031214 



#0 2003-072709 



^-v: 73/ 



[0 0 7 9] 

s : v>7V7 h (singlet) 



d : b (doublet) 

t : h'j 7°W h (triplet) 

q : ^7^t'y f (quartet) 

dd : yy^yyi/y Y (double doublet) 

m : v y > (multiplet) 

br : yn- K (broad) 

brs : yn-K y>^>7 h (broad singlet) 

J : iJ y 7V y¥fcWL (coupling constant) 

CDCI3 :l^naW 



DMS0-d6 : v * A' * ^ * v K 
1H-NMR : > >&flB&C*fl$ 

w s c : /utfSM 5 K 

THF :t >7tKn77> 
DMF I y^fWAT? K 
DM SO : y^fWW^vF 

mtm^ : 1 ] 

\L fSRFRP$f# (OT 7 T 0 2 2) OT^yWJ^^to 

C@S^iJ#-f- : 2 ) 

9? MRFRP^tft (OT7T022) OT^ /m@fi?'J£^1~o 
[0 0 8 0] 

[mm 

[###!! 1] 6-7;i/:*n-4-K KD^y-2-^t^>f^-l-t^y-l,2-yt Kn 
_3_^ yi^y 1; >^;i/^y^j.^;v^^-r;Vi5«J: ^7-7;V^n-4-H Fn + y-2- 



mtiE# 2004-3031214 



!$m 2003-072709 



s<-y : 74/ 



WO 0 2/6 2 7 6 4OWJ1 ( 1 ) mMO^m'Z «9 »flS^£f*fc 

o 

WO 02/62764 O^iW 1 ( 2 ) IBic^&K * ^ ^ffi^^«r#^ 

o 

WO 02/62764 <D%mm 2(1) IfiigcO^&K «t 0 mMAY^^%tz 

O 

[##$14] 6,7-v^nn-4-H Kn^rV-24t^Vf ;M-i#V-l,2-yt: K 

wo 0 2/6 2 7 6 4 <^m$j 2 7(i) ifi«o^ic«t ^mmit^m^n 

[##$! 5 ] 6,7-y^nn -2- (3-x h * v-3-* V 7°n \£ ;v) -4- U'D^r v-1- 
WO 0 2/6 2 7 6 4^IM3 5 ( 1 ) ffifc^&K <fc 
[0 0 8 1] 

[##W6] 4- 1: Kn^->-2-^^-^>-^^-l-^^V-l,2-^^ Kn-3-f V*/ 

wo o 2/6 2 7 6 A(ommm4 6 (i) mmvjjm^z ^omm^m^n 

tZo 

[##®I 7 ] v-7-y ^ ;V-2- * * ^ > <r fr-l-* * V -1 , 2- v t Fn-3 

wo 02/62764 ommm 50(1) mnvjjm- i «9 «*fb£&&# 

[##$18] 4-t: Kn^rv'-6-y < f-;i/-2-^^^>^-^-l-^^V-l,2-v ? li Kn-3 



tbSE# 2004-3031214 



mm 2003-072709 



^-v: 75/ 



-4 y ^^^jkv^^^-^^-^t^ 

WO 02/62764 O^Jfe®) 5 1 ( 1 ) IB«t<7>^ife^ i 0 gEB-fb-firtfe** 

fco 

[##^J9] 4-t: Kn^ry-24t^>f ;V-l-t.^rV-7- > 'J 7;VtD^f M, 
WO 02/62764 OHjfeW 5 2 ( 1 ) IB^O^IC i *) mmAk&%B*'& 
[##i5U 1 0] 4-t Kn^r ;/-24t^>f M-t^r v-6- h V 7;vt n ^ f ;v- 

i,2- Kn-3-^f v^y u ^^^v^^^f-^^^f-^ 

WO 02/62764 5 3 ( 1 ) IBfcO^fftfc «t «9 »H^**# 

tz 0 

[0 0 8 2] 

[###!)1 1) 4-t Kn^y-24^>f^-l-t^V-l,2-yli Fn^>V*[ 
WO 02/62764 ©Steffi! 5 6(1) |B*W>:£ifcfc * 9 »ffrfrW*» 
[##M1 2] 4-7 h ^y-6-7;vt n-24^^ N /f ^-14 ^ V-l,2-y t Kn 
WO 02/6276 4 0H»J5 7(2) |B*W>;fr&fcJ: Df»f 
[##081 3] 6-^>y^t^y-4-bKn^y-24t^>f^-l-t^v-l,2- 

WO 0 2/6 2 7 6 4OiiW5 8 ( 1 ) fBfc^&K * 0 »f&fr»*» 
[##0U 4] 7-^>y ^ t ^ry-4-t KD + y-24 1 ^ >f ;V-14 7-1, 2- 

WO 02/62764 0»J 6 3(1) ffltO^t: X *> ^»ffr&&*# 
[##^J1 5] 5,6-vp* h *v-4-fc KD^y^^t^VfM-t^rV-l^-y* 



ffilE# 2004-3031214 



#H 2003-072709 



76/ 



b Kn-3--f v*y y >*;^>|xf;i/x^f^ 
WO 0 2/6 2 7 6 4^11^16 9 (2 ) fB*0*feH <t 0 WHfc£# 

fc. 

[0 0 8 3] 

1 6] 6,7-vy h^v-4-t: Kn ^ y-24 1 ^ >f ^ V-l, 2-y 

WO 02/62764 7 0 ( 2 ) fBttO^£fc «£ ») f»ffc'fr4&&W' 

[##011 7] Kn ^ v-64 1 ^ >f ;i/-7-t 4 V-6, 7-v t Kn^y [2, 
3-c] t? y v >-5-# >M if - )Vx.x t )V 
WO 0 2/6 2 7 6 4^1^7 1 ( 2 ) IBIRO^ftH i 19 

[##011 8] 4-t Kn*v-6-**^>^;i/-7-**V-6,7-vk: Fnfxy[3, 
2-c]tfy v>-5-#;i/**>^ x^/i/jc^/l* 
WO 0 2/6 2 7 6 4(7)^7 2 ( 2 ) KHftO^ftfc J: 0 3»ffca**W 

[ff^l 9] 6-"?*n^e-4-fc ;V-l-:*3r 7-1,2- v^fc: Ko 

-3--f v*y y v*w/^f^7^ 

WO 02/62764 8 3 ( 1 ) ffiJRO^ffitC J: 

[##00 2 0] 7-7^^n-4-t Kn^y-2-^f VT'f ;M-t^f 7-1,2-^t: Kn 
-3->f v^y y > * ^^^r^iJ «t t^6-7;v t D4-t Kn*->-2- 

4 y7'fJV-l-t^y-l,2-yt Kn-3-^ V3f y y >*H'>Ixf;vx^f^ 

WO 02/62764 OHJfefll 15 0 ( 1 ) tZM<DjjW:K * <9 ^fift^* 

[00 8 41 

[##W2 1] 2-v^nyn tf;i/y f-;v-7-7;i/^-n-4-t: Kn^y-i-t + v-l, 
2-yt Kn-3-^ V^y y ^AW^xf^x^TWi^-v^D/ne^ 
^f-;v_6--7;i/^n-4-t: KD^y-i-t^V-l,2-yli Kn-3->f y 



ffiaE# 2004-3031214 



#^ 2003-072709 



^-■5>: 77/ 



WO 02/62764 (DgMW 14 9 ( 1 ) &m<0-%ffiz «t *) 
[###)2 2] 7-^>v;v^^v'-4-^ KnJrv-2-^f V7f ^-l-t^V-l,2-y 
V_4_tl y/f M-t^rV-U-yt KO-3->f V * J V "siH^t 

WO 0 2/6 2 7 6 4OIIW16 1 ( 1 ) IBfcO^Bcfc «t «9 3BHfc&tt* 
[0 0 8 5] 

A-7 )]/$-U7 ? (6. 59 g) <D * ? J - ;P (100 mL) 5^^?#^t'28% 

^■h ytfA*?-?- b^(15 ml) &«JnU Miatf lWFW«#tfco RJ&ilfc«r 

m&ui (150 mL) mm^)^mmLtz 0 mmm^yy^y-^mw- 

(200 mL) K?#$fU 2-(^^^>^;VT^y)^tert-^;V^X^ (11.66 
g) t l-xf;i/-3- (3-v ;* f ;V7 5 / "7°o Vf;v) * )Vtf*Js( 5 K til (14. 3 
g) kl-tKn^y^yyhny-^ (7.87 g) £»U 5R#iTO 

> M*«ai^^">9A-Cfa»U «EET«ttbfco SSfttf h9tKn79 
>(200 ml) CijUTOWU -7 Atert-r 1> K (6.48 g) £»]L*:o 
*OjR^«*»-Cll^iia#Lfeo 1 ajMife (150 ml) ft 

U *BETifti» t /So ^y'J*W7A^n7f^77^- t«Lt 

lH-NMR(CDCl3) 5 : 0.86 (9H, s), 1.65 (9H, s), 4.55 (2H, br), 7.45 (1H, m 
), 8.04-20 (2H, m), 10.88 (1H, s). 
[0 0 8 6] 



fcBfE#2 004-3031214 



!&m 2003-072709 



^-v! 78/ 



[HWJ2] 6-7fr*u-4-\z Kn + y-2-^t^>f^-l-t^V-l,2-^t Kn 

t-?>^^illLt> lRE^ H B H ^®>fk^ (3.85g)£#£ 0 
lH-NMR(CDCl 3 ) S 10.86 (9H, s), 1.65 (9H, s), 4.57 (2H, br), 7.34 (1H, d 
t, J=8.8, 2.5 Hz), 7.74 (1H, dd, J=9.2, 2.5 Hz), 8.46 (1H, dd, J=8.8, 5. 
5 Hz), 10.67 (1H, s). 
[0 0 8 7] 

\%1feMZ\ 6,7-v^nn-4-fc Fn^y-24i^>W-t^y-l,2-yH K 

A,5-Vi?uu7 9fr&m&y(l (5.0 g) , 2-(^^"^>^;VT^ y)Itmtert-y 
(4.64 g) is XV 1 h Vxf;)/7 5 > (4.66 g) Ofh9KKn79> (100 
ml) »*ifiTi 5WFBiaEI^L^o EJ&«t**^^ ^txf^tiffl Lfc 
o ittSl*10%^i >BfoMSifci3 * #"7? >f $&7jt«M^ > 

*ATi£^U «EET«atLfeo $HOTj£T-feh> (50 ml) isi^XN-v^ 
;WtM7^ K (5 ml) (ML^ ^Bfe^U^A (3. 18 g) fc3y^^V (6. 
4 g) ZmuLfZo fOl^^I^tl 5H#Wtt#Lfco £j£$fc£7kfc&r, 

t*V7At-7 , f+i/ K (2.58 g) £«]Lfco ^Otg^&fcMffi^ 1 B#IHIiK# 
L£ 0 RJSifcfcl 0%^^>m7Xv#^(150 ml) f{lJUS B H ^^l 
, 7M3£0^ * S ~ )l>-effi&LXmmi\:&%!} (6.4g)W:o 
lH-NMR(CDCl3) 5 10.85 (9H, s), 1.65 (9H, s), 4.45 (2H, br), 8.20 (1H, s 
), 8.51 (1H, s), 10.71 (1H, s). 
[0 0 8 8] 

[mmm 4 ] 4-7* Y * ->-6, 7-i> * n >^;i/-l-:* * v-1, 2-v>" fc K n 

-3-4 U y^^^>Mtert-y^-^^^-T)V 

6,7-^i7nn-4-H Kn^r^-2-^t^>f ;M-t^V-l,2-^H Kn-3->f 7 
*7 »; yJDVtfym. tert-y'f-^^T-^ (399 mg) fcl-?**7-;i/ (180 mg) 



ffi|E#2 004-3031214 



5&m 2 0 0 3-0 7 2 7 0 9 v : 79/ 

t V V 7x-W7'f > (390 mg) <DtY?KVU7?> (20 ml) mm~T 

yy*;vr/t^f;v (260 mg) fcfcsinU -e <7> MiStr l 5WfIBHH¥ 

fHttifelSB H B^tiM» (310mg)^r#^o 

lH-NMR(CDCl3) a !0.95 (9H, s), 1.02 (3H, t, J=7.3 Hz), 1.55 (2H, m), 1. 
62 (9H, s), 1.81 (2H, m), 3.95 (2H, t, J=6.7 Hz), 4.00 (2H, br), 7.80 (1 
H, s), 8.49 (1H, s). 
[0 0 8 9] 

MfcW5] 6,7-v*nn-4-y f^y-24t^>f^-l-t^V-l,2-yli Kn 
-3-^r y*y u ^*;v^*>'^tert-y^;vj.^7 L ^ 
6,7-v^nn-4-fc Kn*->-2-**^>^-l-**V-l,2-^l2 Kn-3—f V 
V y%)Vtf>m. tert--f^)V^^f-)^ (399 mg) (138 mg) 

ODMF (20 ml) »**C 3 >Mfcy ^ (420 mg) fc&illU 

1 5HWi#Lf: fl RisffiSTTK^ar. i-f;K«u;o mmmzmfc*. 

•CtSfcU *ET«*Lfc-o Wy'J*W7A?n7^77<f-f| 
Sltllfefesl'T)^^ (300 mg)£#fc o 

lH-NMR(CDCl 3 ) 5 10.96 (9H, s), 1.64 (9H, s), 3.87 (3H, s), 4.03 (2H, br 
), 7.84 (1H, s), 8.50 (1H, s). 
[0 0 9 0] 

[nnm 6 ] 4-^ > v ;V * v-6, -2-* * ^ y ^ )V-\-* ^V-l, 2-^ 

t Kn-3-^ y*y 'J >^^^>Mtert-y^;v^y>-r^ 

6,7-y^nn-4-t p n ^y-24t^>f ^-l-t^V-l,2-yH Kn-3-^ V 

*y U >#/nj?yBfe tert-y^;v^^f-;v (300 mg) h^>y;v7;^-;v (97 

mg) th'j7x-;V*X7^ (157 mg) h5tKD77> (4 ml) ^ 

\zrvv*)v^ym^^^ (157 mg)&«]U -e-oii^sr^iafi 5b#h 

— effig£LT&fe£ B 1i<^mflS^ (90mg)£#£o 

lH-NMR(CDCl 3 ) a I 0.98 (9H, s), 1.56 (9H, s), 4.04 (2H, br), 5.04 (2H, 2 
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H), 7.32-7.49 (m, 5H), 7.75 (1H, s)', 8.50 (1H, s). 
[0 0 9 1] 

{%1$M7\ 6, n n-24 1 * V4- f V ^l^tM ? 
6,7-v^nn-4-t Kn^ v-2-^*^>^V-l-:t^ V-l,2-^fc Kn-3—f V 

y >*^#>sfe tert--rf-;v^^"r;v (2.5 g) fct ,, ;v , > (2.5 g) offlft 

^ ^ lx V&ifc (90ml) - 7 8 ttt^T, f'j7;vtn^^^t 

W (1.9g) *inx.> 5#W«#Lfco Or&CT£MUP#P^t#L£?£> RJ&iS 

nnmgkir&ztizxi)^ ^^(ommit^m (2.5 g ) =sr#^ 0 

lH-NMR(CDCl 3 ) 8 :0.92 (9H, s), 1.64 (9H, s), 4.17 (2H, br), 7.85 (1H, s 
), 8.50 (1H, s). 

[0 0 9 2] 

i^An - h if<Di-x 77^nt:Aof:6, 7- v ? n n -2-* ^ ^ > ^ ;v-l-* ^ V 
-4-h V 7;i/*n^^ >^jKt-ii't J fy-U-yt Kn- 3 -^f y^y'J 
>^tert-y^^^^x;v (430 mg) > 7x-jWfn^ (118 mg) > xh^^r 
X (f'J7x-;v^7r/) /n'^^A (94 mg) > h^yx^> (12 ml 
) , is XV 2 m£.jkWL± fV7 ^tK^Wl (3 ml) <D&&® 7 4 > L 

, y;v3->Kj;*m^u i o or-ei smmffiWLtzo 

^n-7^77^ -tilltifeg^^ilMft (100 mg) &#fc 0 
lH-NMR(CDCl 3 ) 5 10.99 (9H, s), 1.15 (9H, s) , 4.11 (2H, br), 7.13 (1H, 
s), 7.25-7.35 (2H, m), 7.42-7.49 (3H, m), 8.55 (1H, s). 
[0 0 9 3] 
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imMm9] on-4-(2-x > + f ^y)-2-?> t^Vf ;V- 

1) 6,7-v^nn-4-t: Kn^y-2-^t^>W-*^ V-l,2-^t Kn>f 
/iJ>-3-*^**>i tert--/^;K4.00 g, 10.0 mmol) . *A (2.07 

g, 15.0 mmol) > yn*tfs&.xf-/l/ (1.7 ml, 15. 0 mmol):k <£ £/N,N-v^ 
;l/AT5 K (30 mL) Orl^t/^ lft"C 3 PtMW«#l.fco Rl&ifc 

LT. ^-fe^tlO^^%(4.51 g, 10^95%) 

1H-NMR (CDC1 3 ) a : 0.95 (9H, s), 1.36 (3H, t, J - 7.1 Hz), 1.65 (9H, s) 
. 4.03 (2H, br), 4.34 (2H, q, J = 7.1 Hz), 4.59 (2H, s), 8.02 (1H, s), 8 
.49 (1H, s). 

[0 0 9 4] 

imMMl 0] 7-7*n*-4-fc KnJfy-2-^t^>f^-l-t^V-l,2-yii K* 

1) 4-7*n^E , 7 ^;v^te7^^ (22.70 g, 100 mmol) Of b v ^ Kn 7 9 > (200 
mL) ^l'2-(^^^^^-;VT^ y)*Bt^^ (20.79 g, 120 mmol) &*inL 

. mwemmmwLtzo iss»*tL, ra**^ 

«KTSF»*S*t/io OT^N-V^f^^A'ATs K (200 mL)H»»L 
. (13.82 g, 100 mmol) & «fc 3 "MlP^;V(9. 6 ml, 120 mmol) 

fft tB?&& 7*9 -f > -Cifeit^ teTfc^T ^ ~> ? A -ete*ft U «BETift*6 t fto 
WS**-^^^-^ (200 mL) ;:ifi|Lt 2 0 %t V V'J Ax > ^y K-x^ / 

-;H§& (68.10 g, 200 mmol) Wdl^o -€-<7>ri^£Eii-e 1 H#ng3fi£ t 

f;o lMMiail (150 ml) l^xf^Hilfto «iffi««r^ 

feS H H ^fl^^» (12.07 g, 31.6%) £#fc 0 
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103.5-104X: 
7G###HI Ci 7 H 2 oN0 4 Bri: LT 
W.m1&: C, 53.42; H, 5.27; N, 3.66. 
HiH-fil: C, 53.66; H, 5.27; N, 3.66. 

lH-NMR(CDCl3) d : 0.84 (9H, s), 1.47 (3H, t, J=7.2 Hz), 4.48 (2H, q, J=7 
.2 Hz), 4.54 (2H, br), 7.85 (1H, dd, J=2.0, 8.6 Hz), 8.01 (1H, d, J=8.6 
Hz), 8.60 (1H, d, J=2.0Hz), 10.80 (1H, s). 
[0 0 9 5] 

Mtflll 1] 8-t KD + y-6-^ ;W5-t V-5, 6-^ H Kn[l,3]v* 
*vn [4, 5-g] ^fV^/'J >-7-# >Bfcx?-/l' 

1) 6-rn^-l f 3-^>V*v*^V-;i/-5-#;W^V-r K (22.90 g, 100 mmol 
) ht;Uf^ih'J^f;l/ (109 ml, 1000 mmol) & £ 1>V\°9 h ^Ji^^V* > 
Bfe— **D«& (0.95 g, 5 mmoDO^ (30 mL)$£i&£ 1 ^F^MM^E Ltz 

h 7^^xf-l/^r5 >(14.5 ml, 96 mmol)£-r h^H Kn79>'(200 mL) 
^#»U - 7 8 Wn-7^;Wj7^AO^^y^il£(60 ml, 96mmol)£lB# 
m^HtTJITLfco «T»m -gHbiKSf»ffl^T\ - 7 8W1WI#L 

^A«U fcJEETiftiH&Lfco m4N,N-^^f^*M7 5 K (100 mL) 
£i»*PU i^^'J^A (6.91 g, 50 mmol) & S.TfB*7ikz-*f-)V (4. 8 ml, 60 m 
mol)**JnU M^3B#W«#L;fco SJE&»L«r*^r, ^m^^;vT»mt 

fc Q 5$@^£->V *yj^7A^nYh^77-( -tMLt, 6-^;v5;i/-l,3 
* y - ;v-5-* if ;v (2.i2g, 12%) o^ B B H ^#^ 0 

lH-NMR(CDCl 3 ) a 11.42 (3H, t, J=7.2 Hz), 4.41 (2H, q, J=7.2 Hz), 6.12 ( 
2H, s), 7.39 (1H, s), 7.43 (1H, s), 10.55 (1H, s). 

2) 6-*^5^-l f 3-'Oyi?**y- < «/-5-*^#>Bli'?-A' (2.22 g, 10 mmo 



ffl|E#2 004-3031214 



Sfrm 2003-072709 



^-v: 83/ 



1) t y >^~7fc3t± h V (1-44 g, 12 mmol) i:2-^ ^;V-2-^"r > (4.7 m 
1, 44 mmol) <r>t--?9J-fr (20 mL) tf h5KKD75> (20 mL) £7fc (10 
mL) 0#Ktt#L;fco ififStth'JfA 

(3.07 g, 34 mmol) £«IU ^®"C2 B#P^i£l$ L£ 0 SE&ifc**fc&t; 

>m(2.11 g, 88%) Ofa^Srfffco 6-(xf^y*;^^;V)-l,3-^>Vyt 
jpy-;v_5_^;v^>^ (2.11 g, 8.9 mmol) Srx h 9 t Kn "7 9 > (20 mL)*§ 
ft. t+t'JHD 1 ; K (1.1 ml, 12 mmol) tN.N-vVf ;v*;i/A75 K (2 
drops) £«JU M-CllSWIttfLfco »DI*«ffiT«»LT, 
f7tKD77> (20 mL)i&#Lfco #^tLfc^^2-(^^^>7 < -;VT5/)0 
(2.60 g, 15 mmol)ON,N-v^f-^T-fe£T^ K (20 mL) vH^C^o 

iJETML^o (50 mL) Cf^Lt 2 0%tf'j7Ax 

>^->K-i^y-;^?ft (6.81 g, 20 mmol) fci&JnLfco 
lWHBJBSLfco RJ&ifc* 1 »3©ttB* (20 ml) ftlfe^f-^-Ciftffi Lfc 

o ^y'J*^*7A^D7^*77^- tint, itfe^^ 

(3.11 g, 89%) zntzo 
lH-NMR(CDCl3) d 10.84 (9H, s), 1.46 (3H, t, J=7.2 Hz), 4.46 (2H, q, J=7 
.2 Hz), 4.52 (2H, br), 6.14 (2H, s), 7.48 (1H, s), 7.81 (1H, s), 10.92 ( 
1H, s). 

[0 0 9 6] 

imm 1 1 

~t~%> r f r p g.mimmmm\i£, waij^o £ $ * o tsm^ - 1 

1. #*/-fe;i/#J 
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( 1 ) %mm i -?# h frfctt&m 4 o m g 

(2) 7 Omg 

(3) imfa-t^n-* 9mg 

(4) ZtTV y&*y* s s?7J* Img 



1 a-fJzfl' 1 2 Omg 
(1) x (2) t (3) (4) ©1/2*^DU^ ItM^o -tt 

(4) ^ix.TM^^7f>*^^H:tAt^>o 

2. £$J 

( 1 ) %1feM 1 h iLtztt&ty} 4 Omg 

(2) 7 ? 5 8mg 

(3) 1 8mg 

(4) 3. 5mg 

(5) ^rT'J^^y^A 0. 5mg 

life 1 2 Omg 

(1) > (2). (3), (4) 0 2/333*^ (5) 01/2 «rtWL/Stfe, 
PtMt1-&o n*)<0 (4) ££0* (5) Sri^lBJKlwljpx.-CifeSiJtwinffi^S't* 

o 

[0 0 9 7] 

a M^stffl^TK somi Kmmm 1 1?# ^tz\^%m somgwi fci* 

, B^Mffi^@7K.^nx.Tl 0 0ml fc-r*o uO§$*MI^T-e^lt 
. ^|::«lmlfo^!)> *fcm£#T\ ftltffl/M T^^**U 

[0 0 9 8] 

mmm 1 1 tnoT7T0 2 2 nmc h omm^m^tzumit^m^m^-m. 

(1) tMRFRP-3^3-K^ (Y-RFRP-3) OfPJjfc 
t MOT7T0 2 2H^CHO«Blia^LrF«3Htt^ MRFRP-3 (h 
RFRP-3-2 8) fcH^tt'frlft#iStt«:*r"t*hRFRP-3-8 (S5?'J 
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!Va 1— Pro— Asn — Leu — Pro — Gl n-Arg-Phe-ami 
de) ON*5|i:Tyr^#illU^K (Y-RFRP-3) (SB^J : 
Tyr-Va 1-Pro-Asn-Leu-Pro-Gl n-Arg-Phe- 
am i d e) (0. 1 mM) 20// 1 0 ^ 1 -eCLH^* >^ 

;V**v^--tff£ 10//g/mLK0. 1M HEPES-NaOH 

, p H 7. 0 ^fv^tlt) 20//U Idoine-125 (Tvy^rA, I 
MS-3 0, 7 4 MB q) 10// U 0. 005% dfigMfcrK* (f05fc^^) 2 
0// 1 SrJK^m^ Mia-Cl 0^»SL^ 0. 1% TFA-tK 6 0 0// 

fM^W->77- (50mM TrisHCl (pH7. 5), 0. 
1% BSA, 5mM EDTA, 0. 5mM PMSF, 2 0/^g/mL 1 
eupeptin, 0. l/;g/mL pepstatin A, 4/i/mL 
E-6 4) £*&&nL. EC^KflOifcflMf Lfco -g&fcl/l 0 OMUy-* 

(2) ft^MfimffHBS 
9 6')x;i/7/f^n , /l/-H:ffl£^*/77- (5 0 mM Tr i s-HCl 
, 5mM EDTA, 0. 1% BSA, 0. 5 mM PMSF, 2 0/ig/m 

1 leupeptin, 0. l/(g/ml pepstatin A, 4 // g 
/ml E-64, 10 mM MgCl 2, pH7. 5) tftL^l//gl 
H53\ <k^!&i5J:O f 1 2 5 I llT7^MkL7tY-RFRP-3 * 10 0 pMlc 

$<btw|NI»OY-RFRP-3 «r 1 0 0 p MC^S £ 9 «inLfc 0 

■eMli^^^—^-f ;v^ — gf/c (^-^yx^v-) ^c#L^ ^*pufc5 0 

mM Tr i (pH7. 5) T'5IH«fe^L/io 7 - &S£^ 

-CtfcitiStt«rtHllltfeo 
EMOT7T 0 2 2 K#1-&SiUIWb^&0*^ffi#i&te (I C 5 qH) & C 

£1) ^i- 0 
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I3x 1 J 






1 ^ 5 0 


###]J 1 2 


< 1 //M 




<1//M 


21*600 3 


< 1 M M 


H«J 1 0 


< 1 /uM 



[0 0 9 9] 

[3*800 21 HMOT7T0 2 2MCH0iH$:fflV^;cAMPl4lPllE 

&,®it&m<DTy 9 zf-X *: MOT 7 T 0 2 2 ^M$^;CH 

Ojffll&OjfflWart c AMPl4«li^tI^Lfco c AMPlWmttii 
, Ty-b'f^-^T-hLtHanks' balanced salt so 
1 u t i o n (^7*3) JC2 OmM HEPES pH7. 4. 0. 1% -7v 
jfiL?tT;V7^ >^ 0 . 2 mM 3 — i sobutyl— 1 — m e t h y 1 x a n 
thine (v-^) i®bnLfc4><0*ffiv>fc o |^k#®t±, T?t>f^77 
-t\ ^M10" 5 M, 10~6 M N 10-7 M, 10~ 8 M. lO'^M 
tft&mffiULtZo T=f-^ h : MRFRP-3-8 (ValProAsn 
LeuProGlnArgPhe-amide) te, 40nM (#£jftj£ 2 0 n M 
) fc, 7t^3'J>^4//M (MS2/^M) iilfcT'^'f^'^T-t 
*JRLfe 0 HOT 7 T 0 2 2HSCHO«^ 9 6?t7 0 V-M:4X 1 0 4 
|/we 1 lt«U 3 71C. 5%CC^ 9 5% a i rt-B^ftL^o — 
B^Ltz-fU-Yi*, 7-7^/^7 7- (1 5 0/ul) T'2i«l30^ 
, 3 7t, 100%a i rf3 Lfco (1 5 0^ 1 

^5 0^ 1 fcaamLT, J: <»£L£^3 053\ 3 71C> 100%airt3 
0»J&tU o iBJiartc AMPili, c AMP - S c r e e n TM Syste 
m (ABI) ^7 hO7"nhn;vt:M^L^ 0 
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mmmi <5^u 
mmm 3 < 5 M m 

[0100] 

[tttfcfll 3] 77MOT7T0 2 2 H 0»£JB^/cf«^t/^l££- 

(1) 77 HOT7T0 2 2MCH0ttIiMS 
MOT7T0 2 2^CH0M£ig*L*:'7 7*3£ 5mM EDT 

A/PBStm 5mM EDTA/PBSt»WU 
El JUL 2 5mL<7> 7 (5 0mM Tris-HCl, p 

H7. 5, 5mM EDTA, 0. 5 mM PMSF m%ffiM#M) ^ 20// 
g/mL leupept in KflF££f«) .0.1/4 g/mL p e 

pstatinA (^7°^ Kflf$SBr») > 4/* g/mL E-6 4 Kflf 
$£ffi2k) ) KJRS. bn^^WKK^^yt'fXLfc (1 2, 0 0 0 r 
pm, 15#X3I) o 'M^1«1:-C41C, 1, 0 0 0 g. 10 

je*'k«ffl? L A-'7K53^U 4^ 1 0 0, 0 0 Og, 1 ^»L/:o 
h i^ioll^iilffl^ yyr- KmmL, r7n7 (S^lSfil) 

(2) 77HOT7T02 2 f&^C H 0j|fflJ!&JRB^tw^&8^h^»OjBf^ 

77tW7 7 7- (5 OmM Tris-HCl, pH7. 5, 5 mM 
EDTA. 0. 5mM PMSF. 20//g/mL leupept in, 0 
. 1 fi g/mL pepstat inA, 4 g/mL E — 6 4 > 0 . 1 % 
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^ vJflLVtT^y^ lOmM MgCl2) £ffiV>T. 77MOT7T0 2 
2MCHO»Iffl^li^0. 75/ig/wel K Y-RFRP-3 
3 - F»ti«t lOOpMh^Si^ *W Lfz 0 KfKb^#{i, 10-2 
MXlilO-3M^>^»»^ i^ill^lO-5M, 10~6M, 10" 
7 m, 10-8M, 10-9M, 10-IOm. 1 0 ~ 1 1 M£ %2> X ? 7 
yfm^yyr Lfco tm&Mm&m £ LX&mm 10-5MOhRFR 
P - 3 - 8 4?'; ^nev V«9 6^V- h ifflV'T, IWttLfctt 

„ 3-Fli#«|[2 5 ^ 1 **inLT«*H& 9 s> MO T 7 T 0 2 23&5I 
CHOH1IMI2 5^ 1 ^7>SLtm £»lR#W¥>f h L 

i'/^7 7 7- (5 0mM Tris-HCl, pH7. 5) X-^tbMbltfzJ.- 

iC^IHt vOny>fO K) £5 0/i l^Uh77°*7 

T 7 T 0 2 2 t^t^^^lJO^ffi^jStt (IC 50 f) * C^3] 

[*3] 

ttKMfr&fc IC 50 f 

mmm 1 < 1 ^ m 

H«0 3 < 1 ft M 

£*t«£*K (I) Ii7 7 MR F R P It tL/; 

[0 10 1] 

*5&WO-fb^%- ( I ) & b < l±-Z<Dm.ttzl±W7°U\?7 y >f\±^ ftL^R F 
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[0102] 

<110> Takeda Chemical Industries, Ltd. 

<120> RFRP Receptor Function Modulator 

<130> B03062 

<160> 2 

<210> 1 

<211> 430 

<212> PRT 

<213> Human 

<220> 

<400> 1 

Met Glu Gly Glu Pro Ser Gin Pro Pro Asn Ser Ser Trp Pro Leu Ser 

15 10 15 

Gin Asn Gly Thr Asn Thr Glu Ala Thr Pro Ala Thr Asn Leu Thr Phe 

20 25 30 

Ser Ser Tyr Tyr Gin His Thr Ser Pro Val Ala Ala Met Phe He Val 

35 40 45 

Ala Tyr Ala Leu He Phe Leu Leu Cys Met Val Gly Asn Thr Leu Val 

50 55 60 

Cys Phe He Val Leu Lys Asn Arg His Met His Thr Val Thr Asn Met 
65 70 75 80 

Phe He Leu Asn Leu Ala Val Ser Asp Leu Leu Val Gly He Phe Cys 

85 90 95 

Met Pro Thr Thr Leu Val Asp Asn Leu He Thr Gly Trp Pro Phe Asp 

100 105 110 

Asn Ala Thr Cys Lys Met Ser Gly Leu Val Gin Gly Met Ser Val Ser 

115 120 125 

Ala Ser Val Phe Thr Leu Val Ala He Ala Val Glu Arg Phe Arg Cys 
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130 135 140 

He Val His Pro Phe Arg Glu Lys Leu Thr Leu Arg Lys Ala Leu Val 
145 150 155 160 

Thr He Ala Val He Trp Ala Leu Ala Leu Leu He Met Cys Pro Ser 

165 170 175 

Ala Val Thr Leu Thr Val Thr Arg Glu Glu His His Phe Met Val Asp 

180 185 190 

Ala Arg Asn Arg Ser Tyr Pro Leu Tyr Ser Cys Trp Glu Ala Trp Pro 

195 200 205 

Glu Lys Gly Met Arg Arg Val Tyr Thr Thr Val Leu Phe Ser His He 

210 215 220 

Tyr Leu Ala Pro Leu Ala Leu He Val Val Met Tyr Ala Arg He Ala 
225 230 235 240 

Arg Lys Leu Cys Gin Ala Pro Gly Pro Ala Pro Gly Gly Glu Glu Ala 

245 250 255 

Ala Asp Pro Arg Ala Ser Arg Arg Arg Ala Arg Val Val His Met Leu 

260 265 270 

Val Met Val Ala Leu Phe Phe Thr Leu Ser Trp Leu Pro Leu Trp Ala 

275 280 285 

Leu Leu Leu Leu He Asp Tyr Gly Gin Leu Ser Ala Pro Gin Leu His 

290 295 300 

Leu Val Thr Val Tyr Ala Phe Pro Phe Ala His Trp Leu Ala Phe Phe 
305 310 315 320 

Asn Ser Ser Ala Asn Pro He He Tyr Gly Tyr Phe Asn Glu Asn Phe 

325 330 335 

Arg Arg Gly Phe Gin Ala Ala Phe Arg Ala Arg Leu Cys Pro Arg Pro 

340 345 350 

Ser Gly Ser His Lys Glu Ala Tyr Ser Glu Arg Pro Gly Gly Leu Leu 
355 360 365 
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His Arg Arg Val Phe Val Val Val Arg Pro Ser Asp Ser Gly Leu Pro 

370 375 380 

Ser Glu Ser Gly Pro Ser Ser Gly Ala Pro Arg Pro Gly Arg Leu Pro 
385 390 395 400 

Leu Arg Asn Gly Arg Val Ala His His Gly Leu Pro Arg Glu Gly Pro 

405 410 415 

Gly Cys Ser His Leu Pro Leu Thr He Pro Ala Trp Asp He 
420 425 430 

<210> 2 
<211> 432 
<212> PRT 
<213> Rat 
<400> 2 

Met Glu Ala Glu Pro Ser Gin Pro Pro Asn Gly Ser Trp Pro Leu Gly 

5 10 15 

Gin Asn Gly Ser Asp Val Glu Thr Ser Met Ala Thr Ser Leu Thr Phe 

20 25 30 

Ser Ser Tyr Tyr Gin His Ser Ser Pro Val Ala Ala Met Phe He Ala 

35 40 45 

Ala Tyr Val Leu He Phe Leu Leu Cys Met Val Gly Asn Thr Leu Val 

50 55 60 

Cys Phe He Val Leu Lys Asn Arg His Met Arg Thr Val Thr Asn Met 
65 70 75 80 

Phe He Leu Asn Leu Ala Val Ser Asp Leu Leu Val Gly He Phe Cys 

85 90 95 

Met Pro Thr Thr Leu Val Asp Asn Leu He Thr Gly Trp Pro Phe Asp 

100 105 110 

Asn Ala Thr Cys Lys Met Ser Gly Leu Val Gin Gly Met Ser Val Ser 
115 120 125 
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Ala Ser Val Phe Thr Leu Val Ala He Ala Val Glu Arg Phe Arg Cys 

130 135 140 

He Val His Pro Phe Arg Glu Lys Leu Thr Leu Arg Lys Ala Leu Phe 
145 150 155 160 

Thr He Ala Val He Trp Ala Leu Ala Leu Leu He Met Cys Pro Ser 

165 170 175 

Ala Val Thr Leu Thr Val Thr Arg Glu Glu His His Phe Met Leu Asp 

180 185 190 

Ala Arg Asn Arg Ser Tyr Pro Leu Tyr Ser Cys Trp Glu Ala Trp Pro 

195 200 205 

Glu Lys Gly Met Arg Lys Val Tyr Thr Ala Val Leu Phe Ala His He 

210 215 220 

Tyr Leu Val Pro Leu Ala Leu He Val Val Met Tyr Val Arg He Ala 
225 230 235 240 

Arg Lys Leu Cys Gin Ala Pro Gly Pro Ala Arg Asp Thr Glu Glu Ala 

245 250 255 

Val Ala Glu Gly Gly Arg Thr Ser Arg Arg Arg Ala Arg Val Val His 

260 265 270 

Met Leu Val Met Val Ala Leu Phe Phe Thr Leu Ser Trp Leu Pro Leu 

275 280 285 

Trp Val Leu Leu Leu Leu He Asp Tyr Gly Glu Leu Ser Glu Leu Gin 

290 295 300 

Leu His Leu Leu Ser Val Tyr Ala Phe Pro Leu Ala His Trp Leu Ala 
305 310 315 320 

Phe Phe His Ser Ser Ala Asn Pro He He Tyr Gly Tyr Phe Asn Glu 

325 330 335 

Asn Phe Arg Arg Gly Phe Gin Ala Ala Phe Arg Ala Gin Leu Cys Trp 

340 345 350 

Pro Pro Trp Ala Ala His Lys Gin Ala Tyr Ser Glu Arg Pro Asn Arg 
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355 360 365 

Leu Leu Arg Arg Arg Val Val Val Asp Val Gin Pro Ser Asp Ser Gly 

370 375 380 

Leu Pro Ser Glu Ser Gly Pro Ser Ser Gly Val Pro Gly Pro Gly Arg 
385 390 395 400 

Leu Pro Leu Arg Asn Gly Arg Val Ala His Gin Asp Gly Pro Gly Glu 

405 410 415 

Gly Pro Gly Cys Asn His Met Pro Leu Thr He Pro Ala Trp Asn He 
420 425 430 
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